This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not Hmited to): ■ 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLECroLETEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



(E) 



(19) H*H4^fTif (JP) 



(A) {wm^mm'jm^^ 

#M¥8- 217678 

(43)^iBB ¥fi£8^(1996) 8^27H 



(SDIntCL* 
A6 1K 31/57 
9/107 

47/18 
47/32 



ABE 
ABF 
ABL 



F I 

A 6 1 K 31/57 
9/107 



ABE 
ABFE 
ABLU 

47/18 K 
47/32 H 

tt*js<^sci5 OL 9 M) mmM\z.m< 



(2i)ms#^ 


1$®¥6-322513 


(TDfflSA 


000199175 










(22)mMB 


6 ^(1994)12^263 




:*cK;^:*:fficTfr1'*E¥!?Br 2 TS 5 # 8 ^ 






(71) a® A 


000005968 


(3i)Sife«^3g#^ 


!^S¥5 -332099 






(32)S5feH 


¥5 (1993)12^270 




m]K?5=F«BBK3tL«>l*l=Te 5 # 2 ^ 




H* (JP) 


(72) %mm 




(31)®5fe*l*3BS^ 


#IS¥6 -307833 




mmmmmT^'pm.ytm irm 7#8 -1301 


(32)S5feB 


SF6 (1994)12;312B 






(33)S5feti*3iH 


B* (J P) 












±m^^^wmmsL 2 tb e #10-305^ 






(74)f^l!A 













(54) immo^m] i^y)v:/uvi—b^mMMm^ 



(57) [S*^] 



-1- 



[#ii=is*<7)$gia] 

3 ] t K n -> -T- n ;i. > ^ 

[W*J1 4 1 *?S14i§i53-i^<7)^**J-g-75« 0 . 0 5- 
0. 2 w/v%fab-&B*a2fett<0!g?S?S^lo 

t iaofk-^tlT-*-E.lf*a6fEtt<7).ilvS?ii^Jo 

^ -> v > -ei) ^ it*]S 6 ie$K<7>,t:?S}K;SiJo 

[w*^ 9 1 \mm<n^^n^i)^Q. o o 5 - o . o 

1 w/v%-e*);i>iff*a5ie««o!i?i?fi[^lo 

(w*s 1 1 1 mm^tnm^iti- h -t/ a t-^> ^ is* 

imim 1 3 1 ^«^J;4^miliJ io-'c-rs/*-/ 
a 1 2 leiKosgjSfS^jo 

1 3 IB«<0S«fl5SJ„ 

[0 0 0 1 J 
[0 0 0 2] 

tAf^nibtl-T (#^jBa4 5 - 2 8 3 7 O-^&at. !|f 
ifBB 4 5 - 2 8 3 7 1 -^5?^) <, •>' 7 ;U ■/ U K - Mi 



(2) !ifr^¥8 - 2 1 7 6 7 8 

2 

(iSfflma (1985) 29 (3) 343-353, (L:.ffli^S(1985) 2 
9 (3) 355-362) o ^KCjOmSf^fflt-^o'l: ->* ^^Ut" 

[0 0 0 3] 

<i#ffl-C-*4i:»S^^tL-5,o fltr,lO# ^:?Ba 4 5 - 2 8 3 
3 2 -4 3ff, *»J1 0) o BR^B^ffl^Jco^i^, BRffc 

[0 0 0 41 *%^<7?i6«II±, .i-.BS^S-^plBg'iv^.'i 7- 
(0 0 0 51 

imik-t^<m.^W^'t Mi-Si tz^m. -yy )V-fv h^-r- 
30 [0 0 0 61 ^hl,z:$:^m^h(Dm^i-i^ixii. v7;u 

y'uy-r-himmmtL. 9:mmM-ti>t, mmt 

^^^-^>Vii-itt Lxmrn^ty^^") z ti>$> 
40 J: 19. ^*UJ;'5.-'^e^-(7)ffM^'^- + >i^i3J;a'p 
[0 0 0 71 *%igi±v-7;u-7'u V-r- V^mM5^t 

Lx^m-t^z.ti^Wit-r^fsMmmmm\^m^ 

ho 

[0 0 0 81 ^n^ufcv^T, mmm.nt\t'^^\,zm^ 
%1^-b^^n.iZ'^^Ltzm.m^^j^-tho ^^m<r>^Mm 
Wim^ni.t. mm±.^'^^^i>mmtvy v-r- 

50 ixX^-^^o mmizff^^ixhx^mtLXit. tK, 



3 

T'^^7)^ mmmi^mzMLxm-^o. 005-0. 

5 w/v%. »i L<iiO. 01--0. 2w/v%-C$) 

[0 0 0 9] -^mM(7)mmmuzi±. ^tt^^^^^i^ 

tzmmWLnm^hiXhZ.ti)-h. ^ Kn^ ^-t^u t:;u^ 
■f-;i/-b;un-;;^i^ i^/^U t:-;l/r;u=r-;i'7:i^4f Steffi 

^'ti4f± L<iil 9-3 0%. 4-12%. J: L 
<(i:2 8 - 3 0%. 7-1 2%X^ho ^^') \± ^}\^r }\^ 
n_;uc7)ip±^^^a(i, L<(i*^3 0, 0 0 0 -*^ 
1 5 0, 0 0 0. J: ^) W± L < (i^^ 1 0 0, 0 0 0 -*^ 
12 0, 0 0 QX^ho *i#14iS^?-cO#*fiJ^li. sf: 
riffi^J + t::M#0. 0 1-2. 0w/v%. »iL<(i 
0. 0 2-1. 0w/v%. J: i9 4?i L < (iO. 0 5- 
0. 2w/v%-e*^o 

[0 0 11] ^^^(omMmi^nzit. :^-x>\ mmm(7^WL 

^tca-S-O. 001-0. 3 w/v%. »i L < iiO. 
0 0 2 - 0. 0 5w/v%. J:*)ffiL<(iO. 005 



(3) #P^^8 - 2 1 7 6 7 8 

- 0. 0 1 w/v%t?*)^o 

10 0 12] *^§q<7)}g?i?E^Jtcii, MiR<h^55t^-r^ 
ffl-el^^o ^\zi^\t-f h U ^A;6^ ISS^ft#053^i^tt7^^B. 

10 [0 0 13] ifmn<nwmmuz\m\m\i:tt^ir^:z 

tt^X^ho *l&H>gUi3v>T(i. pH3 -8U|tiet6«: 

')^^. >^-7Km--^ h ^ A. 'J >^-7K^—:^ 
'J^A. U >^-7K^-P^ U Al^(7)t; ^i^JE, e-r 
^y:^yn>^. ^ h 'J ^ Al^or ^ 

tt ib^ i i/^^a. iizmi^fz mm mm hix^ct^^h. 

#J^(i. }S?Sfl^4't^fi#0. 0 1-2. Ow/v%. ^t? 
±L<(±0. 05-0. 5w/v%T**>^o 

10 0 14] :$i^m(r>mmmmi^z{t. ^tk'^^'ti^^ib 

7^'^X^^o :$:|&gq-CM*ffl^n,^#'f :t >"l4#®r§14S»J 

SiJO<^lJ<!: LT(i. :t ^ x-x.^ u > y ;u tf ^ ^fltTO^ 
wjc-h, 'J v-i-^ 1/ > v;i^ tf ^ ^-t y ^ l/- 
pf:^'>a:.^L-> V;l.e^ >^y XxT h^) . 

^'') ^ u ymit^-^ 'y'iA. y ;wtf ^ ^atas^ai 
X7";u v;u tf ^ ^^y :t u^- y;^^*^^ 

•ty-^^u-h. v;ue'^ ^^y /N'^u ^ X- h . y;ut: 

[0 0 15] ±f£0#K^>tt#Mr&1SSiJ<7)4'T% 
50 f Lv^o LTii'i^V v;U'^- b 8 0 



-3- 



(4) 



#S¥8 - 2 1 7 6 7 8 



c 



'j^^vx^i/> (20) v;utf^ >^y Ti- ujc- 

0. 0 0 5 -1. 0 w/v%. L< iiO. 01- 
0. 5w/v%. J; L< fiO. 0 5-0. 2w/ 

[0 0 16] *l&g^o.^JSffl|?J?gffiSJU(i. ffiu^^^b 

^j. txmim. ^L^-hsy. phs^s^j. li^istj. w 

M<^MttrU. T>!.n;ut:'>^, T ;^ n t: >a^-t- h 
hiJr^A) , ^J:->mi-h'}^^^:^m^fhi'^^o pH 

[0 0 17] :$:#&?gco.^:?Sfl^^J{i. v^;^-/^ K 20 

^- hTli^^^^T-BIfAMtw^t-r^JiJSfcco^^^^^p H 4-6 

?ge^<7)¥i^#lT'S(i. 0. 01-75;t/m. WtL< 
{±0. 1 - 2 0 //m-eab^o SS*4^g<7)v-7;u-ru K* 

S^^^ b U A 
igft:^ b 'J A 

iSfb^>-*f;i^=?-'> A 
mi QX:{zl}Wi^LfzWSii^ms Om I kz±M^'1i(r)\^ Y 

'i>o m.iSLtx*\^mk. "sm-f- b u ^ a. sft^- h u ^ 

B^K^ h U A 
ia^b^ b U ^A 

tarn 

Ot:H»Pi^L/::^©*fe8 Om 1 tl±f£i[i:^<7) b K 

mk. s^f-b'j^A, JSft:^ b 't/A, j®ft;^>-^';^ 

rr-r^A?:?#«¥-t^o S^T*p 5. 0 tH^^m. v 

K-:h- b 



[0 0 18] ^^Mn<r>.^.WimmMmMt. ^-»osg-?sfs 

^- b*®?S^-ti:^C<i:tcJ;oTl^m^n^o ^Ux^iiT. 

HPS^J (iSil. TtcK-fb-^ b U ^ATtci^^iX^) ?rfflv^T 
pH4-6tcp&f^. v-7;u-7^^ K-^- b ^!g'?g?-t±-C 

[0 0 19] *l§H>go.^JIffl!gvSffi^J(if«ff^Jter^*DSy 

CO J: ^ ti:%^m i^^LX^^ti:<Xi,X.\^^o 
[0 0 2 0] 

Hfflwl 

0. 1 g 

0. 1 g 

0. 8 g 

0. 0 0 5 g 

0. 2 g 

0. 0 5 g 

^S: 1 0 0 m 1 
^A, tg|t:^>-*f^I^=i"^A$:}t^L. ±g^T-pH^5. 

tWx^X 10 0ml t-f^o 

[0 0 2 1 ] 'mmm 2 



0, 
0. 
0, 
0, 
0. 



0 5 g 

1 g 

8 g 

0 0 5 g 

2 g 



^1: 10 0ml 

1 t-t^ho 

[0 0 2 2] ^ 



^STlc^SnxT 10 0m 



0. 
0. 



0 5 g 

1 g 



-4- 



(5) 



- 2 1 7 6 7 8 



n -> v > 

v;t.^- h 8 0 

iSfb^v-t'h-'^ A 
7K^ft:-^ h u ^ A 

Am-i- h 'J ^A. jS^t-:'- h ^Aib^J:U^'jgft^>4f h 

-r^A^fg^f^o Tfc^'ftf-hU'^A-epH^e. ou 

T 1 0 Om I ^-t-?)o 

[0 0 2 4] ^mm 1 (^stist.^) 



0. 8 g 

0. 0 0 5 g 

0. 0 0 2 g 

0. 2 g 

0. 0 5 g 

10 0ml 

*8 0$:?&^i-^o tlS£-epHt6. OUIiSf^. v-7;u 
-fU h'±- h ^mi^^^. s^©7fc^*0x.T 1 0 Om 1 i: 
10 ir^o 

[0 0 2 3] mtt^m 4 

0. 0 5 g 

0. 1 g 

0. 8 g 

0. 0 0 5 g 

0. 2 g 

^4 1 0 0 m I 
[0 0 2 5] 





A 


B 


c 


D 


E 


F 


G 






0. 05 


0.05 


0.05 


0. 05 


0. 05 


0.05 


0. 05 


0. 05 


m 
it 




HPMC 

PVA(EG40) 


0.2 


0.2 


0.2 


0.2 


0.2 


0.2 


0.2 


0.2 




HC060 














0. 1 


0. 05 


mm 
n 




0. 1 


0. 1 


0. I 


0,1 


0. 1 


0. 1 


0. 1 


0. I 


«s 

n 






0.005 


0.005 


0.005 
0.002 


0.005 


0.005 


itm 


mit-f- h U O A 






0.8 


0.8 


0.8 


0.8 



HPMC: h Ko + >':/n tf;l/y ^;t/-fcr;t/a-x 
PVA(EG40) : ?K U JirJlzJ-jir 
HC060:?t^ 'J^-^^i/Ji^ 0 vSKkt-^i/ttSO 



[0 0 2 6] S*S:«2 UTFf o ^T<7)iE!L:^(Ci5 V^TIf: 50 iW&^<^itm^'mib htLfzf)'. J: ^'mt^i>zn^ 



-5- 



(6) ^$ga¥8 - 2 1 7 6 7 8 

10 

* 'J :t*->J^^U>llfbt:-7->?ft 6 0 (HCO6 0) OJ: 

'^^^mmmm^mhiifz m-^G. h) o 

[0 0 2 7] i:X±.(r>mW:t^h. .^iSft^PJ t LT H P MC 

V V > . ? tc^SSft^J t L TtSlt-f h U A ?riE^-r 

[0 0 2 8] 
[«2] 







PH 




1 iiir^ 








1 mm 


2i§M 


4i§r^ 


A 










5.00 






5. 00 


B 










5.00 






5. 00 


C 










4.97 


5.04 


5.07 


5.01 


D 










4.93 






4.88 


E 










4.62 


4.59 


4. 62 


4.63 


F 










4. 93 


5.00 


5.01 


5.04 


G 










5.08 


4.87 


4.70 


4.69 


H 










4.91 


4.89 


4.75 


4.70 



9 

D-x (HPMC) m'm\tLX^mi-V') 't'M.t 

tziie-7 ^ /ij-fv >^iim tfzm^. mm^(7)m 
^^^j:mMmm^'^^i'^^z muA. b) o tfzmmit 

Sijfc LT.-K'J t:-^ur;U3-^U (PVA) ii^mLfziSk 
l^izis^-X'b'^i^/imi^^Mim^tifz mivC) o 

t LT fitS-fk^ > -If ;P l.iiS~lf/ttz{t^)i' 
:n u 'y V y iWkLtz%t^\Zii\^^X . Wtm 

ixfj:\^-'^^ii:mmmmmhixtz m:fjD. e. f) „ 

tt14> '^■&^<r)X\^^mm^Mm^hfifz m:fjE. 



[0 0 2 9] mkm 2 t' 0 ^zm-t ^ 

(1) UMW}^ 

w&.m2. 2 Vi scryu^^-^mm^^^'im^^fzo 

(2) W^mm 85 

0 

y h 8 0 0 

tlffc:^ h A 0 

sSStK ^* 1 

(3) 

^^K^m.^'^M.mz-^mi'fz e.coi i > k h + •> > ^ 

1 0// g/m 1 / k gS-MrtiS-^Liei^^^-ti-y'Co fe^lK 

t»i4j:.> K 1 B#r^fru 5 0^1 ^M-Batc* 

wLtzo ^^m.m.^<r) '^nm'<k\z^.mm<r>mi!^'i:nM.i,. 

Lowry S [j. Bio. Chetn. , 193-265 (1951 )] J: ;R;}c 

(4) 50 



^T^<Dii!i-^n^miZ'>'yjl'-fU h'i-- hiO. 0 2%t 
fzliO. l%mS.xmM-&-^fZo pH(±7. Otcil^L 
fzo M?mm i: LT 0 . l%^i'^f-/> C 'J > T'n > 

. lw/v% 
. lw/v% 
.8 5 2 w/v% 
* 

0 0 w/v% 

Lfz C#fS<±¥:Kj± S. E. Sttf-T (n = 6-7) « 
> h n-;ut<^;frjtl| *;p<0. 01]o:3>-hD- 
^USfOM*.Ma?ftJS*^2 3. 8 m g/m 1 tifSP L/jO 

uitL. '>'y)u-fuh'i--vmmm\^^mx'{i. o. 

0 2%igJST-3. 6mg/mi, 0. 1 %2igJSt?l4 1 . 
4 m g/m 1 i:?iv'5;ii^PP«lJ^«*f^.«!)fpix, }fll»J$J4 
■t*l^tt8 4. 7%iJiCK9 4. 0%X'^-ofZo 



-6- 



(7) 



^r^W- 8 - 2 1 7 6 7 8 



0. •/>i^^-n<r>m^9&mmii. 9. i 

mg/m 1 -eWUJ^Ii 6 1. 9%T-*>cf^o l:X±.<r>^^ 
[0 0 3 0] mkms (7-^ V ISTU^U+--R)SH*t 

(1) 

5:$:^' l-rttJ; •9,«AL^cf«^ 1 0 0 g<7)Wistar.^,it 
14v y h 4 OE*ffl''»^^o 
(2) ttl^iK!^ 

tK.mm2 tmmzLXO. 01%. 0. 0 3%iiJ:0'' 
0 . 1 %mi$t<0 V 7 ;u -/ u K:^ - h !g:?S?K^J L 



12 



*(3) st,^:^ri 



1 %W7';i'7'5 1 ' 
m 1 im^m-ii-XL.. 



ja./<>X7';u-<7)^firI^}K 1 

JS^^Bf U -gift T 7 ^' 7 + -> 
^?r*;l^AT 5 K3 m 1 r— l^ffltti L. 6 2 5 nmlCiJ 
10 V - RiiL-O 3 J3 i LK 4 B# Pa^flfr 5 1 "To ^ ig-fpIR tz * 
(4) 

7 y h'g:iijT-t7 -(• 7 4^->-S:ii:4-J:^fem?«ai*iJ J: 

[0 0 3 1 ] 
[«3] 





^£1^ 
(%) 


n 


iu g/site) 


i%) 






8 


24.57±7.00 






O.OI 


8 


ll.01±2.6l 


55.2 




0. 03 


8 


7. 42±0. 53* 


69.8 




0. 1 


8 


5.75±0, 50* 


76.6 




0. I 


8 


21.08±6- 11 


14.2 



n y ho-;l/i:©W:eM *;P< 0.05 (Dunnetf s test) 



[0 0 3 2 ] rj > h n-;uf¥<7)fe^iiai»;ii^2 4 . 5 7 
fi g/site-Ci)ofj(7)U*tt. VV )\^'fly Y-r- VMM 
^n^MMX*{tO , 0 1%?a«'C5 5. 2%. 0. 0 3 
%iftJSr-69. 8%. ioJ:t>'0. l%SJS-e76. 6% 

0. 1%^^^ 5^ V>S#Sfr*(i 1 4. 2%omfj^^ 

[0 0 3 3 ] wmm^ {mm^Am^zti-f hWAmi"^ 
m) 

(1) uMmm 

Bif^ UTttJ: »)«AL^^f$:S*'J 1 2 0 g (7)Wistar.^;ffi 
(2) 

Tlfi<7)iiL:^co^^JUv-7;uyu K:^- h^rO. 01%. 
0. 0 3%^X.XfO, \%m.^X-m®^'±fZo pH*i 
5. Okzm^LfZol^mMntLXQ. 

y [^)>ruy (^mmm immmm) ^m^^ so 



0. lw/v% 
0. 2w/v9^ 
ikgl0 0w/v5^ 

(3) ^m-^ik 

:t-<;U(croton oil) 5ya I 6 0 ^r^lRiT* 3 ^.'SBai-'^ 
^ t J: 0 . BIi^$SMr?tt^f^S^ t/co l 2 

0 5^f^tiBa^|glllO7?MSPlS^«t)^(9. SS^SJl^L 

(4) IS* 

*S«*«4®:t>'EI2 tiTTt/:: [H 2 c7)#{S(i^i^j*-7Fi- 
(n=l 0) o n>hn-;i.i: <7)*^.^ * ; p < 0 . 0 
1] o 

[ 0 0 3 4 1 



-7- 



13 



(8) 



1#M¥8 - 2 1 7 6 7 8 

14 







f It ct'\ 


n 


(m g ) 










1 A 








0.01 


I 


10 


15.0±0.8* 


28.9 




0. 03 


3 


10 


13.7±0.9' 


35. 1 




0.1 


10 


10 


12.2+0.7' 


42.2 




0. 1 


10 


10 


13.3±0.9' 


37.0 



3 > h o-;ut©W:icll *:p< 0.01 (Dunnetfs test) 



(0 0 3 5] 3> hD-;H^<75i^MSl:75*2 1. Img 

■e(ifflI:iC'(j!c;i¥L/i*jg'tWSiJ^**^L;^^o o. oi 
%, 0. 0 ayoiJJ;?/"^ 1 %^it)^^oppftl|!^(i-e:i^'?■'^^ 
2 8. 9%. 3 5. l%iJi?>'4 2. 2%T-*o/::o 
0. 1 5'-/>i3:#-?^Ui3lt'5>WJi^l±3 7. 0 

[0 0 3 6] 

[0 0 3 7] :$i^m(Dmmm.mit<^M&^--ssmx-^^fz 



[0 0 3 8] ^hl.z:^^mi.zXfH£. ftM^JS^t^Se-^ 

='>:*l^-<7)ffJ)£^ y - # > i^fc i p HftTTi^l^Pii! S h. 
W^Wiim J: 7 ;p r w K - h <r>.<s^ 

[HI] Um.m2<n>m^i7f<irifyyx^i,o #ffii±^ 
i4j±S. E. $r^-r (n = 6--7) o n>bn-;ui:co 
io * ; p < 0 . 0 1 

[112] U.mM4<7)mW:i:7r:1r^yyX'$>i>o ^miW- 

iijiTji-t (n = i 0) o ^> h^-)i^t<Dmitm. * ; p 

< 0. 0 1 



[HI] 



s 
\ 

-e 



30 



20 



X 



10 



VV>V fl 



1 



n > h D — 



0.0296 0.196 



0. \% 
^9 ^ 



-8- 



(9) 



1$F^¥8 - 2 1 7 6 7 8 




(51) Int. CI. ^ 

A 6 1 K 47/32 
47/38 



// C 0 7 J 5/00 



:^0»M^rffg^Uj 8*23-^ 



F I 

A 6 1 K 47/32 
47/38 

C 0 7 J 5/00 



J 
H 
J 



(72)5&^# IE 

^j^is :f$^ TfTitE^^M 3 T g n #1 7-^ 



-9- 



CITED REFERENCE 6 



Kokai (Jpn. Unexamined Patent Publication) No. 8-217678 
Title of the Invention: Dif luprednate-Containing Suspension 

Preparation for Instillation 
Publication Date: August 27, 1996 
Patent Application No. 6-322513 
Filing Date: December 26, 1994 

Priority: Japanese Patent Application Nos. 5-332099 
(December 27, 1993) and 6-307833 (December 12, 1994) 

[0012] 

In the suspension preparation of the present invention, 
an isotonicating agent can be blended so as to render the 
preparation to be isotonic with lachrymal fluid. Examples of 
the isotonicating agent which can be used include those 
commonly used in ophthalmic solutions, such as sodium 
chloride, glycerin, grape sugar, mannitol and sorbitol. 
Among these, sodium chloride is preferred, because by virtue 
of its good dispersibility at the preparation, a suspension 
preparation suppressed in the formation of an aggregate and 
favored with excellent redispersibility can be obtained. The 
isotonicating agent may be added in an amount of giving a 
suspension preparation having an osmotic pressure isotonic 
with lachrymal fluid. 



